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AB The invention discloses a method for delivering a nucleic acid of 
interest 

to a host cell by means of a gene delivery vehicle based on adenoviral 
material. One of the problems assocd. with the development of effective 
gene therapy protocols for the treatment of disease is the limitation of 
the current vectors to effectively transduce cells in vivo. This problem 
is overcome with chimeric adenoviruses comprising caps ids derived from 
adenovirus 5 of which at least part of the adenovirus 5 fiber 
protein is replaced by a fiber protein from a 



for 



in 



different adenovirus serotype. The gene delivery vehicle delivers a 
nucleic acid to the host cell by assocg. with a binding site and/or a 
receptor present on CAR-neg. cells, said binding site and/or receptor 
being a binding site and/or a receptor for adenovirus subgroups D and/or 
F. For this purpose, two or three plasmids, which together contain the 
complete adenovirus serotype 5 genome, were constructed. From a plasmid 
the DNA encoding the adenovirus serotype 5 fiber protein 
is essentially removed and replaced by linker DNA sequences which 
facilitate easy cloning. This plasmid subsequently serves as template 

the insertion of DNA encoding the fiber protein 

derived from different adenovirus serotypes. At the former El location 

the genome of adenovirus serotype 5, any gene of interest can be cloned. 
A single transfection procedure of the two or three plasmids together 
result in the formation of a recombinant chimeric adenovirus. The 
invention also describes the construction and use of plasmids consisting 
of distinct parts of adenovirus serotype 5 in which the gene encoding for 
fiber protein has been replaced with DNA derived from 
alternative human or animal serotypes. 
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AB The invention discloses a method for delivering a nucleic acid of 
interest 

to a host cell by means of a gene delivery vehicle based on adenoviral 
material. One of the problems assocd. with the development of effective 
gene therapy protocols for the treatment of disease is the limitation of 



for 



the current vectors to effectively transduce cells in vivo. This problem 
is overcome with chimeric adenoviruses comprising capsids derived from 
adenovirus 5 of which at least part of the adenovirus 5 fiber 
protein is replaced by a fiber protein from a 

different adenovirus serotype. The gene delivery vehicle delivers a 
nucleic acid to the host cell by assocg. with a binding site and/or a 
receptor present on CAR-neg. cells, said binding site and/or receptor 
being a binding site and/or a receptor for adenovirus subgroups D and/or 
F. For this purpose, two or three plasmids, which together contain the 
complete adenovirus serotype 5 genome, were constructed. From a plasmid 
the DNA encoding the adenovirus serotype 5 fiber protein 
is essentially removed and replaced by linker DNA sequences which 
facilitate easy cloning. This plasmid subsequently serves as template 

the insertion of DNA encoding the fiber protein 

derived from different adenovirus serotypes. At the former El location 



the genome of adenovirus serotype 5, any gene of interest can be cloned. 
A single transfection procedure of the two or three plasmids together 
result in the formation of a recombinant chimeric adenovirus. The 
invention also describes the construction and use of plasmids consisting 
of distinct parts of adenovirus serotype 5 in which the gene encoding for 
fiber protein has been replaced with DNA derived from 
alternative human or animal serotypes. 
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adenoviral vectors with tissue tropism of 
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smooth muscle cells, and/or endothelial cells 

(but not of liver cells) used for gene transfer in gene therapy. The 
chimeric adenoviral vectors is constructed by switching the functional 
part (fiber protein subunit) of adenoviral capsid 
protein in adenovirus type 5 vector to that of a subgroup B 
adenovirus, preferably adenovirus 16 (Adl6) . 

The biodistribution of these chimeric vector after i.v. tail vein 
injection of rats and and their display differences in the endothelial 

and 

smooth muscle cell, transduction are detd. The 
infection efficiency of Ad5 vector to smooth muscle 
cells, and/or endothelial cells can be increased significantly by 
changing the fiber subunit (esp. shaft and knob parts) of capsid protein 
to that of Adl6 . In this way, the host immune response to recombinant 
viruses derived from the chimeric adenovirus vectors are greatly reduced. 
The contribution of cellular receptors such as CAR (Coxsackievirus and 
adenovirus receptor) or integrin to viral infection is also studied. 
Methods of prepg. various chimeric adenovirus vectors and using them to 
treat diseases, preferably cardiovascular diseases are also provided. 
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AB A method of transferring at least one DNA sequence into cells by 

transducing the cells, in vivo or ex vivo, with a modified adenovirus. 
The adenovirus, prior to modification, is of a first serotype. In the 
modified adenovirus, at least a portion of the fiber, and in particular 
the head portion, is removed from the adenovirus of the first serotype 

and 

replaced with a portion, in particular the head portion, of the fiber of 
an adenovirus of a second serotype. Such method is useful in transducing 



cells which may be refractory to the adenovirus of the first serotype, 

yet 

include a receptor which binds to the head portion of the fiber of the 
adenovirus of the second serotype. 
RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



